See also p 526.
The onset of the first case was when the patient, whowas Table 1 . Criteria for Diagnosis of PAH 1) Chronic hypercapnia ((PaCO2^45 mmHg) 2) Improvement of hypercapnia after voluntary hyperventilation (5 mmHgdecrease in PaCO2) 3) Normal pulmonary function. Exclude organic pulmonary disease. A person who satisfies all the above criteria is diagnosed as PAH.
34 years old at the time, complained of dyspnea, and the onset of the other case was when her 2-year-younger brother, by the time 41 years old, also complained of dyspnea. Such familial adult onset PHAcases may be the first to our knowledge. The reason for the difference in onset of PHAis unknown. However, the familial occurrence of PHAmaysuggest an underlying genetic mechanism. A study using genomics will be necessary to clarify the pathophysiology of PHA. Approximately 16%of CCHScases occur in association with Hirschsprung's disease. AmongHirschsprung's disease, mutations of receptor tyrosine kinase, endothelin 3 or glial-derived neurotrophic factor have been reported (3). The male case in this report showeda marked dilatation of the colon, possibly due to Hirschsprung's disease as the authors suggested. Therefore, if a genetic study were performed in this family, this report would be of higher value.
In recent studies based on knockout mice, several candidate genes were reported which alter the control of breathing, for example, receptor tyrosine kinase, endothelin 3, brain-derived neurotropic factor (BDNF), neuronal nitric oxide synthase, leptin (4) or Rnx (5). Such genetic mutations or polymorphisms at the molecular level mayplay a role in the lowered chemosensitivity to hypercapnia and hypoxia in PAH. The progress for the long-term management of PHAis also a current topic. For supporting the hypoventilation, a negativepressure ventilator, a positive mechanical ventilator followed by a tracheostomy and diaphragmatic pacing by phrenic nerve stimulation have been available (4) . Recently, non-invasive positive pressure ventilation (NIPPV) has become available for some child and adult patients (6) (7) (8) . The cases reported in this issue have successfully used NIPPVand the quality of life was maintained. I believe that NIPPVmay result in a good progno- 
